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General Summary

The Division of Clinical Pharmacology and Therapeutics was established in July 1995.
The aim of the division is to investigate drug treatment, mainly in the area of internal
medicine, whereas other departments of clinical pharmacology in Japan focus on
registration trials, particularly phase I trials. Because a clinical laboratory where we had
performed many human pharmacological studies became unavailable in 2003, we shifted
our research from human studies to multicenter clinical trials and pharmaco-
epidemiological studies.

Research Activities

We have performed a pharmacoepidemiological study of the prescription of antihyper-
tensive drugs in patients with diabetes. Patients with hypertension complicated by
diabetes are considered to be at high risk for cardiovascular events; therefore, the target
blood pressure is set lower than for patients who have hypertension but no diabetes, and
the drugs of choice are different. We investigated the use of antihypertensive drugs in
patients who have hypertension with or without diabetes by means of prescription data
from 3 university hospitals.

Statins (3-hydroxy-3-methylglutaryl coenzyme A reductase inhibitors) have been widely
used to treat hyperlipidemia. They have adverse effects on muscle, the liver, kidneys,
and other organs. To investigate the incidence of these adverse effects and antihyper-
lipidemic effects, we started a pilot study in 3 major hospitals, including our hospital,
according to a case-cohort study design in which detailed data were collected in all cases
and in a subcohort representing 5% of the whole sample. A full-scale study will be
conducted with a large sample size of 20,000 to 30,000 patients.

An important issue for medicine in the 21st century is to identify patients who are
responsive or unresponsive and those who show or do not show adverse reactions to
drugs. We started a collaborative study with other institutions to examine the relation-
ship between drug-metabolizing enzyme gene polymorphisms and drug effects in resi-
dents of an isolated island. We have analyzed the drug-metabolizing enzymes CY P2C9
and CYP2C19. Some of the results have already been applied to drug therapy.

An administrative office for registration trials was established in the hospital in February
1999, and the system for registration trials in the hospital has been reformed to meet the
demands of the new good clinical practice (GCP) guidelines. Seven clinical research
coordinators (CRCs)—6 nurses and 1 pharmacist—now facilitate clinical trials. The
CRCs have started to help with both registration trials and investigator-initiated trials.
CRCs were introduced into all registration trials since 2004; the quality and speed of
these trials were much improved.
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The Ministry of Health, Labour and Welfare started a New 5 Yearly Clinical Trial
Action Plan to help registration trials to cope with trials performed abroad. This
action plan selects 10 core hospitals and 30 major clinical trial institutions. The Jikei
University Hospital applied to be a major clinical trial institution and was accepted.
According to this plan, we reinforced CRCs and introduced data managers to improve
the clinical trial system. We also introduced an information technology system for

processing registration trial management.
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